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We Claim: 

1 1 . (original) A pharmaceutical composition comprising a tailored cti - 

2 adrenoceptor antagonist, a bladder-selective antagonist and optionally included 5a-reductase 

3 inhibitor, optionally together with pharmaceutically acceptable carriers, excipients or diluents. 

1 2. (original) The pharmaceutical composition according to claim 1 wherein the 

2 tailored a\ AR antagonist is selective for oti a over otib subtype but non-selective for oci a over 

3 subtype. 

1 3. (original) The pharmaceutical composition according to claim 1 wherein the 

2 tailored oti AR antagonist is more than about 10 fold selective for oti a over oci b subtype and is 

3 less than about 10 fold selective for cxi a over oti d subtype in receptor binding and in vitro 

4 functional assay. 

1 4. (currently amended) The pharmaceutical composition according to claim 3 



2 wherein the tailored oti adrenoceptor antagonist is selected from: 

3 1- {3-[4-(2-methoxyphenyl) piperazin-l-yl]-propyl}-piperidine-2, 6-dione, 

4 2-[3-{4-(2-isopropoxyphenyl)piperazin-l-yl^^ 

5 l,3(2H)-dione, 

6 5-[2-[[2-(2-ethoxyphenoxy)ethyl]amino]propyl]-2-hydroxybenzenesulfonamide, 

7 l-{3-[4-(2-methoxyphenvD piperazin-l-vll-propvli-piperidine-2, 6-dione hydrochloride salt, 

8 2-r3-|4-(2-isopropox\T)henvnpiperazin-l-vllDropvll-3a,4JJa-tetrahvdro-lH-isoindole- 

9 L3(2HVdione hydrochloride salt and 

10 5-[2-[[2-(2-ethoxyphenoxy)ethyllaminol pro pyl]-2-hydroxvbenzenesulfonamide 



11 hydrochloride salt, 

12 and their pharmaceutically acceptable salts, pharmaceutically acceptable solvates, enantiomer, 

13 racemate, polymorphs, N- oxides or metabolites. 

14 5. (cancelled) 

1 6.5. (currently amended) The pharmaceutical composition according to claim 1, 

2 wherein the bladder selective antagonist is an agent which exhibits greater potency in 

3 inhibiting the carbachol-induced response on the bladder than the carbachol-evoked salivation 

4 when evaluated simultaneously in in vivo model in rabbit or dog. 
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5 7r 6. (currently amended) The pharmaceutical composition according to claim 65 

6 wherein the bladder- selective antagonist is selected from: 

1 (la, 5a, 6a)-N-[3-benzyl-3-azabicyclo[3. 1 .0]hexyl-6-(aminomethyl)-yl]-2-hydroxy-2- 

2 cyclopentyl-2-phenyl acetamide, 

3 (la, 5a, 6a)-[3-benzyl-3-azabicyclo[3. 1 .0}hexyl-6-(methyl)-yl]-2-hydroxy-2,2-diphenyl 

4 acetate, 

5 (la, 5a, 6a)-[3-benzyl-3-azabicyclo[3.1.0]hexyl-6-(methyl)-yl]-2-hydroxy-2-cyclohexyl-2- 

6 phenyl acetate, 

7 (la, 5a, 6a)-[3-benzyl-3-azabicyclo[3. 1 .0]-hexyl-6-(methyl)-yl]-2-hydroxy-2-cyclopentyl-2- 

8 phenyl acetate, 

9 (la, 5a, 6a)-N-[3-azabicyclo[3.1.0]hexyl-6-(aminomethyl)-yl]-2-hydroxy-2-cyclopentyl-2- 

10 phenyl acetamide, 

1 1 (la, 5a, 6a)-N-[3-azabicyclo[3.1.0]hexyl-6-(aminomethyl)-yl]-2-hydroxy-2-cyclopentyl-2- 

12 phenyl acetamide, 

13 (la, 5a, 6a)-N-[3-azabicyclo[3.1.0]hexyl-6-(aminomethyl)-yl]-2-hydroxy-2,2-diphenyl 

14 acetamide, 

15 N-[(la, 5a, 6a)-3-azabicyclo[3.1.0]hex-6-ylmethyl]-2-phenyl-2-hydroxy-2-(N-methyl) 

16 phenyl acetamide, 

1 7 N-[(l a, 5a, 6a)-3-azabicyclo[3. 1 .0]-hex-6-ylmethyl]-2-isopropyl-2-hydroxy-2-phenyl 

1 8 acetamide, 

19 N- {[( 1 a, 5a, 6a)-3-chloro-3-azabicyclo[3 . 1 .0]hex-6ylmethyl] } -2-cyclopentyl-2-hydroxy-2- 

20 phenyl acetamide, 

21 (la, 5a, 6a)-N-[3-benzyl-3-azabicyclo[3.1.0]hexyl-6-(aminomethyl)-yl]-2-[(lR or lS)-3,3- 

22 difluorocyclopentyl]-2-hydroxy-2-phenyl acetamide, 

23 (la, 5a, 6a)-N-[3-benzyl-3-azabicyclo[3. 1 .0]hexyl-6-(aminomethyl)-yl]-2-hydroxy-2- 

24 cyclohexyl-2-phenyl acetamide, 

25 (la, 5a, 6a)-N-[3-(l-phenylethyl)-3-azabicyclo[3.L0]hexyl-6-(amino)-yl]-2-hydroxy-2- 

26 cyclopentyl-2-phenyl acetamide, 

27 (la, 5a, 6a)-N-[3-benzyl-3-azabicyclo[3. 1 .0]hexyl-6-(aminomethyl)-yl]-2-hydroxy-2,2- 

28 diphenyl acetamide, 

29 3-azabicyclo[3. 1 .0]hex-3-yl]but-2-ynyl-2-cyclopentyl-2-hydroxyphenyl acetate, 

30 N-methyl-N-(la, 5a, 6a)-N-[3-(4-methyl-3-pentenyl)-3-azabicylo[3.L0]-hex-6-yl]-2- 

31 cyclopentyl-2-hydroxy-2-phenyl acetamide, 

32 (la, 5a, 6a)-6-N-(3-azabicyclo[3. 1 .0]hexyl-3-(3,4-methylenedioxyphenyl)ethyl)-2- 

33 cyclopentyl-2-hydroxy-2-phenyl acetamide, 



3 



RLL-459US 



T. A 

34 


(la, ja, oa)-o-N-(3-azaoicycloLJ. l.UJnexyl-J-(4-metny 


35 


hydroxy-2-phenyl acetamide, and 


JO 


\ i a, Dot, ooc j-o-jn j-azaDicycio[3 . i .ujnexyi-3-^4-metnyi- 3-pentenyi j j-z-cyciopentyi-z- 


37 


hydroxy-2-phenyl acetamide, and 


JO 


( ia, Da, 0(X)-i>i-[j-Dcnzvi-j-azaDicvcio[j. i .wjnexyi-o- 


39 


cyclopentyl-2-phenyl acetamide L-(+Vtartrate salt, 


A(\ 
4U 


( ia, Da, ooc)-[3-Denzvi-3-azaoicvcio[3. i.u rnexyi-o-imetnyi)-yij-z-nyaroxy-z,z-aipnenyi 


41 


acetate L(+)-tartrate salt. 


Al 
4Z 


( la, Da, oa)-[j-Denzyi-3-azaDicycio[3. i.ujnexyi-o-(metnyi)-yij-z-nyaroxy*-z-cycionexyi-z- 


A'X 
4D 


pnenyi aceiaie JL/(^)-tanxate salt, 


AA 


( ia, jet, oa)-i j-Denzyi-3-azaDicycioi 3. 1 .uj-nexyi-o-(metnyi)-yi |-z-nyaroxy-z-cyciopenLyi-z- 


43 


pnenyi acetate 14+,-ianraLe sail, 


40 


l zk)-(t)- (ia, ja, oa)-iN-[3-Denzyi-3-azaDicycio[3. i.ujnexyi-o-iaminonieinyi)-yij-z- 


4 / 


nyaroxy-z-cyciopentyi-z-pnenyi aceiamiue i^(+)-tanrate sail. 


/IS 
4o 


Izk, Zo) (ia, ju, oa)-iN-[3-azaDicycio[3. i .ujnexyi-o-(aininomeLnyi)-yij-z-nyaroxy-z- 


4y 


eye lop entyi-z -pnenyi acetamiae nyarocnionae salt, 


DU 


(ZK)- (ia, jot, oa)-JN-[3-azaDicycio[3. 1 .ujnexyi-o-(aminometnyi)-yi i-z-nyaroxy-z- 


D 1 


cyciopentyi-z-pnenyi acetamiae nyarocnionae salt, 


DZ 


(Zo)-( ia, jet, oa)-rN-[3-azaoicycioi 3.i.uinexyi-o-(aminometnyi)-yij-z-nyaroxy-z- 


53 


cyclopentyl-2-phenyl acetamide hydrochloride salt, 


34 


(zk, Zo) (ia, ja, oa)-iN-[3-azaDicycio[3. i .ujnexyi-o-(aminometnyi)-yi i-z-nyaroxy-z-(3,3- 


55 


difluorocyclopentyl)-2-phenyl acetamide tartrate salt, 


DO 


(zk, Zo) (ia, Da, oa)-JN-[3-azaDicycio[3. i.ujnexyi-o-(aminometnyi)-yij-z-nyaroxy-z,z- 


57 


diphenyl acetamide 


JO 


1 1/1 y\j nv y^L# \ T <n r-w ri In *i /% ■« r^n 1 m 1 ^ 1 il 1 In x r 1 ivi In n r 1 1 ^/ -«n In yn-*n ^ r 1 ^7 Vn t 7/^1 -*»m"V7"^ r ^ f ^Vl *nn <^*4" In x r 1 \ 

jn-[( ia, Da, oa)-3-azaoicycio[3. i .ujnex-o-yimetnyij-z-pnenyi-z-nyaroxy-z-(iN-metnyi) 


59 


phenyl acetamide tartrate salt. 


OU 


izk, Zo )-i\-[(ia, Da, oa)-3-azaDicycio[3.i.uj-nex-o-yimetnyii-z-isopropyi-z-nyaroxy-z- 


Ol 


phenyl acetamide hydrochloride salt, 


OZ 


^ I 1 1 / 1 y\j sT £%. 4~\m i \Z jn In 1 /*\ yv ^ /-% r-r nl%i y-> t 7jn l /n J I M I In av /-^ « 7 | tnn In 1 rl I I / /n -1 r/n 1 y-\-*n yn*n rl / f In 1 rrl ^^-v -v r 'J 

jn-i[( ia, Da, oa)-3-cnioro-3-azaDicycioi 3. i.ujnex-oyimetnyi 1 r-z-cyciopentyi-z-nyaroxy-z- 


03 


phenyl acetamide hydrochloride salt, 


04 


(ZK)-(ia, Da, oa)-JN-[3-Denzyi-3-azaDicycio[3. 1 .ujnexyi-o-(aminometnyi)-yij-z-[( IK or lb)- 


UJ 


j,j-uiiiuuiUL/yciupciiLYi| z-iiyuroAy z-piiciiyi ducid-iiiiuc Ld.ru die odii, 


66 


C2R)-aa, 5a. eaVN-rS-benzvl^-azabicvclorS.l.Olhexvl-e-faminomethvD-vll^-raS or 1R)- 


67 


3,3-difluorocvclopentvll-2-hvdroxv-2-phenvl acetamide tartrate salt. 


68 


(2R, 2S)- (la, 5a, 6a)-N-r3-benzvl-3-azabicvclor3.1.01hexvl-6-faminomethvlVvll-2- 


69 


hvdroxv-2-cyclohexyl-2-phenvl acetamide succinate salt. 
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70 


(2R, 2S)-(la, 5a, 6a)-N-r3-benzvl-3-azabicvclo[3.1.01hexvl-6-faminomethvl)-vll-2-hydroxv- 


71 


2-cyclohexyl-2-phenyl acetamide tartrate salt, 


72 


(2R, 2SV(1cl 5a, 6a)-N-r3-fl-phenvlethvl)-3-azabicvclor3 .1.0]hexvl-6-(aminoVyr|-2- 


73 


hydroxv-2-cvclopentvl-2-phenvl acetamide tartrate salt. 


74 


(2R)-(la, 5a, 6a)-N-F3-benzyl-3-azabicyclo[3.1 .0]hexvl-6-faminomethyl)-vl]-2-hvdroxv-2- 


75 


cvclopentvl-2 -phenyl acetamide tartrate salt. 


76 


n ct Sa 6ntVN-ri-ben7vl-3-a7abicvc1or3 1 01hexv1-6-(aminomethvlVvl l-2-hvdroxv-2 2- 


77 


diphenyl acetamide tartrate salt, 


78 


2R(+),4|*(1R, 5S)-3-azabicyclof3. 1 .01hex-3-yl]but-2-vnyl-2-cyclopentyl-2-hydroxyphenyl 


79 


acetate hydrochloride, 


80 


N-methyl-N-fla, 5a, 6a)-N-r3-f4-methyl-3-pentenvlV3-azabicylo[3.L0]-hex-6-yl]-2- 


81 


cyclopentyl-2-hydroxv-2-phenyl acetamide L(+)-tartrate salt. 


82 


(2R) (la, 5a, 6a)-6-N-(3-azabicyclor3.1.0]hexyl-3-(3,4-methylenedioxyphenyl)ethyl)-2- 


83 


cyclopentyl-2-hydroxy-2-phenyl acetamide, 


84 


(2R)- (la, 5a, 6a)-6-N-(3-azabicyclo[3.1.0]hexyl-3-(4-methyl-3-pentenyl))-2-cyclopentyl-2- 


85 


hydroxy-2-phenyl acetamide succinate salt. 


86 


f2RV n f/. Set 6r/.V6-TV-n-a7ahicvclor^ 1 01hexv1-3-r4-methvl-3-r)entenvnV2-cvclonentvl-2- 

\ A V / 1 A ~J vA^ V/U( / A ^1 \ ^/ CAZ_i CI l_/ 1 Vv y vl \J \ *J , A . \J ] 1 IvA VI J \ lllv 111 ¥1 — ' Uvlllvil jiff v y vlvL/Vlll y A x- 


87 


hydroxv-2-phenyl acetamide Lf+Vtartrate salt, 


88 


nSW3R,-l-azabicvck>r2 2 21oct-3-vl-3 4-dihvdro-l-Dhenvl-2(lHVisoauinoline 

V A LJ / \ ~J A V / A ClYiCAL/lv y VlUl |<Jvl —J yA ^ ,~ Villi y VIA V/ A Ullvll y A ^ \ AAA/ lOvU U111V llllV 


89 


carboxylate. 


90 


nSVGRVl-azabicvclor2 2 21oct-3-vl-3 4-dihvdro-l-Dhenvl-2flHVisoauinoline 


91 


carboxylate succinate salt, 


92 


2-methvl nronanoic acid 2-[YlRVl-rbisn -methvlethvl^aminol-l -nhenvlnronvl 1-4- 


93 


(hvdroxvmethvl inhenvl ester and 

\ a a y 111 vy /v y iiivui y 1 / ^/nvii y a ivi tuivi 


94 


2-methvl nronanoic acid 2-rriRV3-rbisn-methv1ethv1^aminol-l-nhenvlnronv11-4- 

111V Lll y 1 \J A v^CUlVlv UvlU 1 \ 1 1 V / 1 U1J\ A AAA vU A ylV 111 y 1 /U111111V/ | A yj 1 1 VI 1 y 1^/1 V/ ^/ 7 1 | T 


95 


(hydroxymethyl)phenyl ester with (2E)-2-butenedioate and 


96 


their pharmaceutically acceptable salts, pharmaceutically acceptable solvates, enantiomers, 


Q7 


uidSLcrcoincrb, poivijiorpiib, in-uaiuc or niciaDuiiico. 


98 


8. (cancelled). 


1 


9r7. (currently amended) The pharmaceutical composition according to claim 1 


2 


wherein said 5a-reductase inhibitor is a type 1 or a type 2 or both a type 1 and type 2 or a dual 


1 
_» 


tvnp 1 anH tvnp 9 inViiHitor 

J r Cll Ivi IVUv ^ 111111 LJ1 LVJl . 


1 


iOrfL (currently amended) The pharmaceutical composition according to claim 9 7 


2 


wherein the 5a-reductase inhibitor is a dual type 1 and type 2 inhibitor. 
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1 44t 9. (currently amended) The pharmaceutical composition according to claim -tQ 8 

2 wherein the dual type 1 and type 2 inhibitor is dutasteride. 

1 ±2r 10. (currently amended) The pharmaceutical composition according to claim 9 7 

2 wherein the 5a-reductase inhibitor is a type 2 inhibitor. 

1 -Br 1L (currently amended) The pharmaceutical composition according to claim 12 10 

2 wherein the type 2 inhibitor is finasteride. 

1 44r 12 (currently amended) A pharmaceutical product or medicament comprising a 

2 first pharmaceutical composition of a tailored cci adrenoceptor antagonist, a second 

3 pharmaceutical composition of a bladder selective antagonist and optionally included a third 

4 pharmaceutical composition of 5a-reductase inhibitor. 

1 44rl3. (currently amended) A pharmaceutical product or medicament of claim 44 12 

2 wherein the product or medicament is a combined preparation. 

1 46t14. (currently amended) A pharmaceutical product or medicament according to 

2 claim 44 13 wherein the combined preparation is single dosage form. 

1 4^15, (currently amended) A pharmaceutical product or medicament according to 

2 claim +#-13 wherein the combined preparation comprises separate dosage forms. 

1 ±&t16, (currently amended) A pharmaceutical product or medicament according to 

2 claim 44-12 wherein the tailored oci AR antagonist is selective for cci a over an, subtype but 

3 non-selective for oti a over aid subtype. 

1 ±£r!7. (currently amended) A pharmaceutical product or medicament according to 

2 claim 44-12 wherein the tailored cti AR antagonist is more than about 10 fold selective for ecu 

3 as compared to otib subtype and is less than about 10 fold selective for oci a over aid subtype in 

4 receptor binding and in vitro functional assay. 

1 2O7I8. (currently amended) The pharmaceutical product or medicament according to 

2 claim -WM7 wherein the tailored ai adrenoceptor antagonist is selected from: 

3 l-{3-[4-(2-methoxyphenyl) piperazin-l-yl]-propyl}-piperidine-2, 6-dione, 
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4 2-[3-{4-(2-isopropoxyphenyl)piperazin-l-yl}pro^ 

5 l,3(2H)-dione, 

6 5-[2-[[2-(2-ethoxyphenoxy)ethyl]amino]propyl]-2-hydroxybenzenesulfo^ 

7 l-(3-[4-(2-methoxyphenyl) piperazin-l-yl] -propyl I -piperidine-2, 6-dione hydrochloride salt, 

8 2-[3-l4-(2-isopropoxyphenyl)piperazin-l-yl|pre^ 

9 L3(2HVdione hydrochloride salt and 

10 5-[2-[[2-(2-ethoxyphenoxy)ethyllamino1propyl1-2-hydroxybenzenesulfonamide 

11 hydrochloride salt, 

12 and their pharmaceutical^ acceptable salts, pharmaceutical^ acceptable solvates, enantiomer, 

1 3 racemate, polymorphs, N- oxides or metabolites. 

14 21. (cancelled). 

15 22rl9. (currently amended) A pharmaceutical product or medicament according to 

16 claim 44-12 wherein the bladder-selective antagonist is an agent which exhibits greater 

1 7 potency in inhibiting the carbachol-induced response on the bladder than the carbachol- 

18 evoked salivation when evaluated simultaneously in in vivo model in rabbit or dog. 

1 23t20. (currently amended) A pharmaceutical product or medicament according to 

2 claim 22 19 wherein the bladder-selective antagonist is selected from: 

3 (la, 5a, 6a)-N-[3-benzyl-3-azabicyclo[3.1.0]hexyl-6-(aminomethyl)-yl]-2-hydroxy-2- 

4 cyclopentyl-2-phenyl acetamide, 

5 (la, 5a, 6a)-[3-benzyl-3-azabicyclo[3.1.0}hexyl-6-(methyl)-yl]-2-hydroxy-2,2-diphenyl 

6 acetate, 

7 (la, 5a, 6a)-[3-benzyl-3-azabicyclo[3. 1 .0]hexyl-6-(methyl)-yl]-2-hydroxy-2-cyclohexyl-2- 

8 phenyl acetate, 

9 (la, 5a, 6a)-[3-benzyl-3-azabicyclo[3. 1 .0]-hexyl-6-(methyl)-yl]-2-hydroxy-2-cyclopentyl-2- 

10 phenyl acetate, 

11 (la, 5a, 6a)-N-[3-azabicyclo[3.1.0]hexyl-6-(aminomethyl)-yl]-2-hydroxy-2-cyclopentyl-2- 

12 phenyl acetamide, 

13 (la, 5a, 6a)-N-[3-azabicyclo[3.L0]hexyl-6-(aminomethyl)-yl]-2-hydroxy-2-cyclopentyl-2- 

14 phenyl acetamide, 

15 (la, 5a, 6a)-N-[3-azabicyclo[3.1.0]hexyl-6-(aminomethyl)-yl]-2-hydroxy-2,2-diphenyl 

16 acetamide, 
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17 N-[(la, 5a, 6a)-3-azabicyclo[3.1.0]hex-6-ylmethyl]-2-ph^ 

18 phenyl acetamide, 

19 N-[(la, 5a, 6a)-3-azabicyclo[3.1.0]-hex-6-ylmethyl]-2-isopropyl-2-hydroxy-2-phenyl 

20 acetamide, 

21 N-{[(la, 5a, 6a)-3-chloro-3-azabicyclo[ 

22 phenyl acetamide, 

23 (la, 5a, 6a)-N-[3-benzyl-3-azabicyclo[3 .1.0]hexyl-6-(aminomethyl)-yl]-2-[(lR or lS)-3,3- 

24 difluorocyclopentyl]-2-hydroxy-2-phenyl acetamide, 

25 (la, 5a, 6a)-N-[3-benzyl-3-azabicyclo[3.1.0]hexyl-6-(aminomethyl)-yl]-2-hydroxy-2- 

26 cyclohexyl-2-phenyl acetamide, 

27 (la, 5a, 6a)-N-[3-(l-phenylethyl)-3-azabicyclo[3.1.0]hexyl-6-(amino)-yl]-2-hydroxy-2- 

28 cyclopentyl-2-phenyl acetamide, 

29 (la, 5a, 6a)-N-[3-benzyl-3-azabicyclo[3.L0]hexyl-6-(aminomethyl)-yl]-2-hydroxy-2,2- 

30 diphenyl acetamide, 

3 1 3-azabicyclo[3 . 1 .0]hex-3-yl]but-2-ynyl-2-cyclopentyl-2-hydroxyphenyl acetate, 

32 N-methyl-N-(la, 5a, 6a)-N-[3-(4-methyl-3-pentenyl)-3-azabicylo[3.1.0]-hex-6-yl]-2- 

33 cyclopentyl-2-hydroxy-2-phenyl acetamide, 

34 (la, 5a, 6a)-6-N-(3-azabicyclo[3.1.0]hexyl-3-(3,4-methylenedioxyphenyl)ethyl)-2- 

35 cyclopentyl-2-hydroxy-2-phenyl acetamide, 

36 (la, 5a, 6a)-6-N-(3-azabicyclo[3.1.0]hexyl-3-(4-methyl-3-pentenyl))-2-cyclopentyl-2- 

37 hydroxy-2-phenyl acetamide,-aRd 

38 (la, 5a, 6a)-6-N-(3-azabicyclo[3.1.0]hexyl-3-(4-methyl-3-pentenyl))-2-cyclopentyl-2- 

39 hydroxy-2-phenyl acetamide, aad 

40 (la, 5a, 6aVN-r3-benzvl-3-azabicyclor3.L01hexvl-6-(aminomethvn-yll-2-hvdroxv-2- 

41 cyclopentyl-2-phenyl acetamide L-(+Vtartrate salt, 

42 (la, 5a, 6aH3-benzyl-3-azabicyclor3. 1 .01hexvl-6-(methvn-vl1-2-hvdroxv-2,2-diphenvl 

43 acetate L(+)-tartrate salt, 

44 (la, 5a, 6a)-[3-benzyl-3-azabicyclo[3. 1 .01hexyl-6-(methy0-yl]-2-hydroxy-2-cyclohexyl-2- 

45 phenyl acetate L(+)-tartrate salt, 

46 (la, 5a, 6a)-r3-benzyl-3-azabicyclor3.1.0]-hexyl-6-(methyl)-yl1-2-hydroxy-2-cvcloDentyl-2' 

47 phenyl acetate L(+)-tartrate salt, 

48 (2R)-(+V (la, 5a, 6a)-N-r3-benzyl-3-azabicyclor3.1.01hexyl-6-(aminomethyn-yl1-2- 

49 hydroxy-2-cyclopentyl-2-phenyl acetamide L(+)-tartrate salt, 

50 (2R, 2S) (la, 5a, 6a)-N-r3-azabicyclor3,1.01hexyl-6-(aminomethyn-ylV2-hydroxy-2- 

51 cyclopentyl-2-phenyl acetamide hydrochloride salt, 

52 (2RV (la, 5a, 6a)-N-r3-azabicyclo[3.1.0]hexyl-6'(aminomethyn-yll-2-hydroxy'2- 

53 cyclopentyl-2-phenyl acetamide hydrochloride salt. 
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54 


(2S)-( 1 a, 5a, 6a)-N-r3-azabicyclo|"3 . 1 .0"|hexyl-6-f aminomethyO-yll-2-hydroxy-2- 


55 


cvclopentyl-2-phenvl acetamide hydrochloride salt, 


56 


(2R, 2S) Clot. 5a. 6a)-N-f3-azabicyclo[3J.0]hexyl-6-faminomethylVvll-2-hydroxy-2-f3,3- 


57 


difluorocvclopentvl)-2-phenyl acetamide tartrate salt. 


58 


(2R, 2S) (la, 5a, 6a)-N-r3-azabicyclo[3.1.01hexyl-6-faminomethyn-yl]-2-hydroxy-2,2- 


59 


diphenyl acetamide 


60 


N-|Y la, 5a, 6a)-3-azabicyclo[3. 1 .0]hex-6-vlmethyl]-2-phenyl-2-hydroxy-2-nS[-methyl) 


61 


phenyl acetamide tartrate salt. 


62 


(2R, 2SVN-|Y la, 5a, 6a)-3-azabicyclo[3.1.0]-hex-6-ylmethyll-2-isopropyl-2-hydroxy-2- 


63 


phenyl acetamide hydrochloride salt. 


64 


N-(IYla 5a 6aV3-chloro-3-azabicvck>r3 1 01hex-6vlmethvl1)-2-cycloDentvl-2-hvdroxy-2- 


65 


phenyl acetamide hydrochloride salt, 


66 


(2RV(la, 5a, 6a)-N-|*3-benzyl-3-azabicyclor3.1.01hexyl-6-faminomethyl)-yll-2-[riR or 1SV 


67 


3,3-difluorocyclopentyl]-2-hydroxy-2-phenyl acetamide tartrate salt, 


68 


(2RV(la 5a 6aVN-r3-benzvl-3-azabicvclor3.1 01hexvl-6-(aminomethylVyll-2-r(lS or 1RV 


69 


3,3-difluorocyclopentyl]-2-hydroxy-2-phenyl acetamide tartrate salt, 


70 


(2R, 2S)- (la, 5a, 6a)-N-r3-benzyl-3-azabicyclor3.L01hexyl-6-faminomethyl)-yll-2- 


71 


hydroxy-2-cyclohexyl-2 -phenyl acetamide succinate salt, 


72 


(2R 2SWla 5a 6aVN-r3-benzvl-3-azabicvck>r3 1 01hexvl-6-faminomethylVvll-2-hydroxv- 


73 


2-cyclohexyl-2 -phenyl acetamide tartrate salt. 


74 


(2R, 2SV(la, 5a, 6a)-N-|"3-n-phenylethylV3-azabicyclo[3.1.0]hexyl-6-famino)-yll-2- 


75 


hydroxy-2-cvclopentyl-2-phenyl acetamide tartrate salt, 


76 


(2RV(la 5a 6aVN-r3-benzvl-3-azabicyclor3.1.01hexyl-6-raminomethyl)-yll-2-hydroxy-2- 


77 


cyclopentyl-2-phenyl acetamide tartrate salt. 


78 


fir* Srz 6ry VN-r^-hpn7v1-l-fl7ahirvHnr^ 1 01hexv1-fi-(aminnmethv1Vv11-2-hvdroxv-2 2- 


79 


diphenvl acetamide tartrate salt, 


80 


2R(+),4|Y1R, 5S)-3-azabicyclor3. 1 .01hex-3-yl]but-2-ynyl-2-cyclopentyl-2-hydroxyphenyl 


81 


acetate hydrochloride, 


82 


N-methyl-N-fl a, 5a, 6a)-N-[3-f4-methyl-3-pentenyl)-3-azabicylo[3. 1 .0]-hex-6-yl]-2- 


83 


cyclopentyl-2-hydroxy-2-phenyl acetamide L(+)-tartrate salt, 


84 


QRKla 5a 6aV6-N-C3-azabicvclor3 1 01hexvl-3-f3 4-methylenedioxvDhenvl > )ethylV2- 


85 


cyclopentyl-2-hydroxy-2-phenvl acetamide. 


86 


f2R)- fla, 5a, 6a)-6-N-(3-azabicyclo|"3.1.01hexyl-3-f4-methyl-3-pentenyl > ))-2-cyclopentyl-2- 


87 


hydroxy-2-phenyl acetamide succinate salt. 


88 


(2R)-(\cl 5a 6aV6-N-n-a7abicvclon 1 01hexv1-3-f4-methv1-3-nentenv1 > lV2-cvclonentv1-2- 


89 


hydroxy-2-phenyl acetamide LC+)-tartrate salt. 


90 


aS)-f3R)-l-azabicyclor2,2,21oct-3-yl-3,4-dihydro-l-phenyl-2aH)-isoauinolin^ 


91 


carboxylate, 
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92 qSH3RVl-azabicvclor2,2,21oct-3-vl-3^ 

93 carboxvlate succinate salt, 

94 2-methvl propanoic acid 2-r(lR)-3-[bis(l-methylethvl > )aminol-l-phenylpropvl1-4- 

95 (hydroxymethvl)phenvl ester and 

96 2-methyl propanoic acid 2-[(lR)-3-[bis(l-methylethvl)amino1-l-phenylpropyl]-4- 

97 (hydroxvmethyl)phenyl ester with (2EV2-butenedioate. 



1 their pharmaceutically acceptable salts, pharmaceutical^/ acceptable solvates, enantiomers, 

2 diastereomers, polymorphs, N-oxide or metabolites. 

3 24. (cancelled). 

1 25t21. (currently amended) A pharmaceutical product or medicament according to 

2 claim 44 12 wherein the 5ot-reductase inhibitor is a type 1 or a type 2 or both a type 1 and 

3 type 2 or a dual type 1 and type 2 inhibitor. 

1 26. (cancelled). 

1 22r-22. (currently amended) A pharmaceutical product or medicament according to 

2 claim 26 wherein the dual type 1 and type 2 inhibitor is dutasteride. 

1 28. (cancelled). 

1 29r 23. (currently amended) A product or medicament according to claim 2S 21 

2 wherein the type 2 inhibitor is finasteride. 

1 3Qr24. (currently amended) method for treatment of a mammal suffering from lower 

2 urinary tract symptoms (LUTS) associated with or without BPH, comprising administering to 

3 said mammal, a therapeutically effective amount of a product or medicament, comprising a 

4 tailored a\ AR antagonist, a bladder-selective antagonist and optionally included 5ot-reductase 

5 inhibitor. 

1 31. (cancelled). 

1 32. (cancelled). 

1 3^25. (currently amended) The method according to claim 33- 24 wherein the 

2 mammal is a human male . 

1 34r26. (currently amended) The method according to claim 33 24 wherein the 

2 mammal is a human female. 
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1 35. (cancelled). 

2 36. (cancelled) 

3 37. (cancelled). 

4 39. (cancelled). 

5 40. (cancelled). 

1 44t 27. (currently amended) The method according to claim 30 24 wherein the 

2 tailored oti AR antagonist is selective for oci a over ctib subtype but non-selective for oci a over 

3 subtype AR antagonist. 

1 42r28. (currently amended) The method according to claim 3© 24 wherein the tailored 

2 oti AR antagonist is more than about 10 fold selective for a Ja as compared to ctib subtype and 

3 is less than about 10 fold selective for oci a as compared to subtype in receptor binding and 

4 functional assay. 

1 45r29. (currently amended) The method according to claim 42 28 wherein the tailored 



2 oti AR antagonist is selected from: 

3 l-{3-[4-(2-methoxyphenyl) piperazin-l-yl] -propyl} -piperidine-2, 6-dione, 

4 2-[3-{4-(2-isopropoxyphenyl)piperazin-l-yl}propy 

5 l,3(2H)-dione, 

6 5-[2-[[2-(2-ethoxyphenoxy)ethyl]amino]propyl]-2-hydroxybenzenesulfonamide ? 

7 l-(3-r4-(2-methoxyphenvD piperazin-l-vl"| -propyl I -piperidine-2, 6-dione hydrochloride salt, 

8 2-T3- {4-(2-isopropoxvphenvDpiperazin- 1 -yl|propvl]-3aA7,7a-tetrahvdro- 1 H-isoindole- 

9 l,3(2HVdione hydrochloride salt and 

10 5-r2-r|"2-(2-ethoxyphenoxy)ethyl1aminolpropyl1-2-hydroxybenzenesulfonamide 

11 hydrochloride salt. 



1 and their pharmaceutical^ acceptable salts, pharmaceutically acceptable solvates, enantiomer, 

2 racemate, polymorphs, N- oxides or metabolites. 

1 44. (cancelled). 

2 4£r30. (currently amended) The method according to claim 50 24wherein the bladder- 

3 selective antagonist is an agent which exhibits greater potency in inhibiting the carbachol- 

4 induced response on the bladder than the carbachol-evoked salivation when evaluated 

5 simultaneously in in vivo model in rabbit or dog. 



11 



RLL-459US 



44731. (currently amended) The method according to claim 4$ 30 wherein the bladder- 
selective antagonist is selected from: 

(la, 5a, 6a)-N-[3-benzyl-3-azabicyclo[3. 1 .0]hexyl-6-(aminomethyl)-yl]-2-hydroxy-2- 
cyclopentyl-2-phenyl acetamide, 

(la, 5a, 6a)-[3-benzyl-3-azabicyclo[3. 1 .0}hexyl-6-(methyl)-yl]-2-hydroxy-2,2-diphenyl 
acetate, 

(la, 5a, 6a)-[3-benzyl-3-azabicyclo[3. 1 .0]hexyl-6-(methyl)-yl]-2-hydroxy-2-cyclohexyl-2- 
phenyl acetate, 

(la, 5a, 6a)-[3-benzyl-3-azabicyclo[3. 1 .0]-hexyl-6-(methyl)-yl]-2-hydroxy-2-cyclopentyl-2- 
phenyl acetate, 

(la, 5a, 6a)-N-[3-azabicyclo[3. 1 .0]hexyl-6-(aminomethyl)-yl]-2-hydroxy-2-cyclopentyl-2- 
phenyl acetamide, 

(la, 5a, 6a)-N-[3-azabicyclo[3. 1 .0]hexyl-6-(aminomethyl)-yl]-2-hydroxy-2-cyclopentyl-2- 
phenyl acetamide, 

(la, 5a, 6a)-N-[3-azabicyclo[3. 1 .0]hexyl-6-(aminomethyl)-yl]-2-hydroxy-2,2-diphenyl 
acetamide, 

N-[(la, 5a, 6a)-3-azabicyclo[3.1.0]hex-6-ylmethyl]-2-phenyl-2-hydroxy-2-(N-methyl) phenyl 
acetamide, 

N-[(la, 5a, 6a)-3-azabicyclo[3.1.0]-hex-6-ylmethyl]-2-isopropyl-2-hydroxy-2-phenyl 
acetamide, 

N- {[(1 a, 5a, 6a)-3-chloro-3-azabicyclo[3. 1 .0]hex-6ylmethyl] } -2-cyclopentyl-2-hydroxy-2- 
phenyl acetamide, 

(la, 5a, 6a)-N-[3-benzyl-3-azabicyclo[3.1.0]hexyl-6-(aminomethyl)-yl]-2-[(lRor lS)-3,3- 
difluorocyclopentyl] -2-hydroxy-2-phenyl acetamide, 

(la, 5a, 6a)-N-[3-benzyl-3-azabicyclo[3.1.0]hexyl-6-(aminomethyl)-yl]-2-hydroxy-2- 
cyclohexyl-2-phenyl acetamide, 

(la, 5a, 6a)-N-[3-(l-phenylethyl)-3-azabicyclo[3.1.0]hexyl-6-(amino)-yl]-2-hydroxy-2- 
cyclopentyl-2-phenyl acetamide, 

(la, 5a, 6a)-N-[3-benzyl-3-azabicyclo[3. 1 .0]hexyl-6-(aminomethyl)-yl]-2-hydroxy-2,2- 
diphenyl acetamide, 

3-azabicyclo[3. 1 .0]hex-3-yl]but-2-ynyl-2-cyclopentyl-2-hydroxyphenyl acetate, 

N-methyl-N-(la, 5a, 6a)-N-[3-(4-methyl-3-pentenyl)-3-azabicylo[3. 1 .0]-hex-6-yl]-2- 
cyclopentyl-2-hydroxy-2-phenyl acetamide, 

(la, 5a, 6a)-6-N-(3-azabicyclo[3.1.0]hexyl-3-(3,4-methylenedioxyphenyl)ethyl)-2- 
cyclopentyl-2-hydroxy-2-phenyl acetamide, 

(la, 5a, 6a)-6-N-(3-azabicyclo[3.1.0]hexyl-3-(4-methyl-3-pentenyl))-2-cyclopentyl-2- 
hydroxy-2-phenyl acetamide, and 



12 



RLL-459US 



(la, 5a, 6a)-6-N-(3-azabicyclo[3 .1 .0]hexyl-3-(4-methyl-3-pentenyl))-2-cyclopentyl-2- 
hydroxy-2-phenyl acetamide, and 

(la, 5a, 6gVN-[3-benzyl-3-azabicyclo|"3.1 .0]hexyl-6-(aminomethylVyl1-2-hydroxy-2- 
cyclopentyl-2-phenyl acetamide L(+)-tartrate salt, 

( 1 g, 5 g, 6g> [3 -benzyl-3 -azabicyclo [3 .1.01 hexyl-6-( methyp-yl] -2-hydroxy-2 ,2-diphenyl 
acetate L(+Vtartrate salt, 

( 1 g, 5 a, 6a)- [3 -benzyl-3 -azabicyclo [3 . 1 . 01hexyl-6-( methvD-yl] -2-hydroxy-2-cyclohexyl-2- 
phenyl acetate L(+Vtartrate salt, 

(la, 5a, 6a)-r3-benzyl-3-azabicyclo[3.1.01-hexyl-6-(methyl)-yll-2-hydroxy-2-cyclopentyl-2- 
phenyl acetate L(+)-tartrate salt, 

(2RV(+)- (la, 5a, 6a)-N-[3-benzyl-3-azabicyclo[3.1.01hexyl-6-(aminomethyn-yll-2-hydroxy- 
2-cyclopentyl-2-phenyl acetamide L(+)-tartrate salt, 

(2R, 2S) (la, 5a, 6a)-N-r3-azabicyclor3.1.01hexyl-6-(aminomethyl)-yl1-2-hydroxy-2- 
cyclopentyl-2-phenyl acetamide hydrochloride salt, 

(2R)- (la, 5a, 6aVN-r3-azabicyclo[3.L0]hexyl-6-(aminomethylVyl1-2-hydroxy-2- 
cyclopentyl-2-phenyl acetamide hydrochloride salt, 

(2S)-(la, 5a, 6a)-N-r3-azabicyclor3.1 .01hexyl-6-(aminomethyl)-yl]-2-hydroxy-2-cyclopentyl- 
2-phenyl acetamide hydrochloride salt, 

(2R, 2S) (la, 5a, 6aVN-r3-azabicyclor3.1.01hexyl-6-(aminomethyn-yll-2-hydroxv-2-(3,3- 
difluorocyclopentyD-2 -phenyl acetamide tartrate salt, 

(2R, 2S) (la, 5a, 6a)-N-r3-azabicyclor3.1.01hexyl-6-(aminomethyn-yl1-2-hydroxy-2,2- 
diphenyl acetamide, 

N-[(la, 5a, 6a)-3-azabicyclor3.L01hex-6-ylmethyl]-2-phenyl-2-hydroxy-2-(N-methyn phenyl 
acetamide tartrate salt, 

(2R, 2S)-N-r(la, 5a, 6a)-3-azabicyclor3.1.01-hex-6-ylmethyn-2-isopropyl-2-hydroxy-2- 
phenyl acetamide hydrochloride salt, 

N- ([(1 a, 5a, 6a)-3-chloro-3-azabicyclo|"3. 1 .01hex-6ylmethyl1 } -2-cyclopentyl-2-hydroxy-2- 
phenyl acetamide hydrochloride salt, 

(2R)-(la, 5a, 6a)-N-r3-benzyl-3>azabicyclor3.1.01hexyl-6-(aminomethyn-yl1-2-r(lR or 1S)- 
3,3-difluorocyclopentyl]-2-hydroxy-2-phenyl acetamide tartrate salt, 

(2RV(la, 5a, 6a)-N-r3-benzyl-3-azabicyclor3.1.01hexyl-6-(aminomethyn-yl1-2-r(lS or 1RV 
3,3-difluorocyclopentyl]-2-hydroxy-2-phenyl acetamide tartrate salt, 

(2R, 2SV (lg, 5g, 6g)-N-r3-benzyl-3-azabicyclor3.1.01hexyl-6-(aminomethyn-yl1-2-hydroxy- 
2-cyclohexyl-2-phenyl acetamide succinate salt, 

(2R, 2S)-(lg, 5g, 6gVN-[3-benzyl-3-azabicyclo[3.1.0]hexyl-6-(aminomethyl)-yl1-2-hydroxy- 
2-cyclohexyl-2-phenyl acetamide tartrate salt. 
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(2R, 2SWla. 5a. 6a)-N~r3-f 1-phenvleth^^ 
hydroxy-2-cyclopentyl-2-phenyl acetamide tartrate salt, 

(2RWl<x. 5a, 6aVN-r3-benzvl-3-azabicyclor3 .1.01hexvl-6-(aminomethvn-vl1-2-hvdroxy-2> 
cyclopentyl-2-phenyl acetamide tartrate salt. 

(la, 5a, 6a)-N43-benzyl-3-azabicyc^ 
diphenyl acetamide tartrate salt. 

2R(+),4f(lR, 5S)-3-azabicyclor3. 1 .01hex-3-yl1but-2-ynyl-2-cvclopentyl-2-hydroxyphenyl 
acetate hydrochloride, 

N-methyl-N-( 1 a. 5a. 6a)-N-r3-r4-methyl-3-pentenylV3-azabicylor3 . 1 .01-hex-6-yl1-2- 
cyclopentyl-2-hydroxy-2-phenvl acetamide L(+)-tartrate salt, 

(2R) (la. 5a, 6a)-6-N-n-azabicvclor3.1.01hexyl-3-r3.4>methylenedioxvphenynethvn-2- 
cyclopentyl-2-hydroxy-2-phenyl acetamide, 

(2R)- (la. 5a, 6a)-6-N-(3-azabicvclor3 .L01hexyl-3-(4-methyl-3-pentenynV2>cyclopentyl-2- 
hydroxy-2-phenyl acetamide succinate salt, 

(2R)- (la, 5a, 6a)-6-N-(3-azabicvclor3.1.01hexyl-3-(4-methyl-3-pentenynV2-cyclopentyl-2- 
hydroxv-2-phenyl acetamide L(+)-tartrate salt. 

( 1 S V(3R> 1 -azabicyclor2,2,21 oct-3 -yl-3 ,4-dihydro- 1 -phenyl-2( 1 HVisoquinolinecarboxylate, 

(lS)-(3RM-azabicvclor2,2,21oct-3-yl-3,4-dihydro^ 
succinate salt, 

2-methyl propanoic acid 2-r(lR)-3-rbis(l-methylethynaminol-l-phenylpropyll-4- 
(hydroxymethyDphenyl ester and 

2-methyl propanoic acid 2-[(lRV3-rbis(l-methylethyl)aminol-l-phenylpropyl]-4' 
(hydroxymethyQphenyl ester with (2E)-2-butenedioate. 

their pharmaceutically acceptable salts, pharmaceutical^ acceptable solvates, enantiomers, 
diastereomers, polymorphs, N-oxides or metabolites. 

47. (cancelled). 

48. (cancelled). 

49. (cancelled). 

50. (cancelled). 

51. (cancelled). 

52. (cancelled). 
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